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D1 
D2 

D3 
1. 

2. 



VERON ET AL: "COMBINED COHN/CHROMATOGRAPHY PURIFICATION 
PROCESS FOR THE MANUFACTURING OF HIGH PURITY HUMAN ALBUMIN 
FROM PLASMA"1 993 COLLOQUES INSERM PARIS FR VOL.227 p. 183-188 
DATABASE BIOSIS [Online] BIOSCIENCES INFORMATION SERVICE, 
PHILADELPHIA, PA, US; November 1998 (1998-11), TANAKA K ET AL: "Purification 
of human albumin by the combination of the method of Cohn with liquid 
chromatography." 

US-A-4 440 679 (FERNANDES PETER M ET AL) 3 April 1 984 (1 984-04-03) 

The claimed method of manufacturing an albumin fraction having a reduced PKA 
content including an incubation step after filling for use which lasts a certain time at a 
certain temperature (1 0 days at 30-31 §C or 4 weeks at 20-25°C) is novel over the 
prior art. D1 and D3 disclose a method where paste V (Cohn) is reconstituted, 
concentrated and pasteurized in bulk and in the final containers (Art.33(2) EPC). 

However the present method differs by the further incubation step which allows to 
considerable lower the PK concentration. In view of this problem there was no hint in 
the prior art to add a final incubation step. Thus subject matter of claims 1.-5 is 
considered to involve an inventive step (Art. 33(3) EPC). 
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- 10 - 
Claims 

1, A method of manufacturing an albumin enriched fraction having a 
reduced prekallikrein activator (PKA) content comprising the steps of: 

5 (a) reconstitutlon of paste V (Cohn fractionation) 

(b) performing a concentration step of the fraction obtained in step (a), 

(c) heating the fraction obtained In step (b) in a range of from 50 °C to 70 °C 
for a' sufficient time to pasteurise the fraction, 

(d) optionally - filling of the obtained fraction for use. J 

10. 27 The method of claim 1 wherein after filling a second pasteurisation step Is 
performed. 

3t — The method o f claim 1 ond/or 2 wherein nn Irrcubatlng - stop is performe d. 

4t The method of - claim 3 wher e in th e incub a tion step is parformfrri imripr 

the following - conditions for 10 days - at 30 — 32 *C or - 1 weeks at 20 25- 

15 *€r- 

I 

2& The method of any one of the claims 1 to wherein the pasteurisation is. 
performed for a time period of from at least 9 h at a temperature of 58 to 
65 °C. 

CfJ?. An albumin containing fraction haying a reduced prekallikrein activator 
20 (PKA) obtainable according to the method of at least one of the claims 1 

toX3* 

STX. The albumin of claim ^having a PKA content of less than 12 lU/ml, 
preferably 10 IU/ml, wherein the PKA {5 determined according to 
European Pharmacopeia, Fourth Edition, 
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